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Magnetic resonance fingerprinting 
of the pancreas at 1.5 T and 3.0 T
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Magnetic resonance imaging of the pancreas is increasingly used as an important diagnostic modality 
for characterisation of pancreatic lesions. Pancreatic MRI protocols are mostly qualitative due to time 
constraints and motion sensitivity. MR Fingerprinting is an innovative acquisition technique that 
provides qualitative data and quantitative parameter maps from a single free‐breathing acquisition 
with the potential to reduce exam times. This work investigates the feasibility of MRF parameter 
mapping for pancreatic imaging in the presence of free-breathing exam. Sixteen healthy participants 
were prospectively imaged using MRF framework. Regions-of-interest were drawn in multiple solid 
organs including the pancreas and  T1 and  T2 values determined. MRF  T1 and  T2 mapping was performed 
successfully in all participants (acquisition time:2.4–3.6 min). Mean pancreatic  T1 values were 37–43% 
lower than those of the muscle, spleen, and kidney at both 1.5 and 3.0 T. For these organs, the mean 
pancreatic  T2 values were nearly 40% at 1.5 T and < 12% at 3.0 T. The feasibility of MRF at 1.5 T and 3 T 
was demonstrated in the pancreas. By enabling fast and free-breathing quantitation, MRF has the 
potential to add value during the clinical characterisation and grading of pathological conditions, such 
as pancreatitis or cancer.
Magnetic resonance imaging (MRI) of the pancreas is increasingly used as a major diagnostic modality for char-
acterisation of pancreatic lesions, given its superior soft tissue contrast and increased sensitivity for detection 
and characterisation of smaller pancreatic  masses1,2. However, the wider use of MRI remains hampered by long 
examination times, which limits the types of acquisition to the minimum required for basic diagnosis. Contrast-
enhanced CT is routinely used in the context of pancreatic disease given its wide availability and acquisition 
time. However, radiation exposure and iodine allergy are its major risks. Endoscopic ultrasonography (EUS) 
is the most sensible imaging method for the  pancreas3,4, but it is invasive, operator dependent and associated 
with complications.
T1 and  T2 relaxation times are valuable quantitative parameters to characterize different tissues, particularly 
in the assessment of myocardial and liver  diseases5–9. Thus far only some studies have reported on the value of 
quantitative MRI on the pancreas. In normal pancreas,  T1 values have been reported to reflect the amount of 
acinar protein, rough endoplasmic reticulum and fat  infiltration10–13.  T1 maps were found to aid determining 
the presence and severity of acinar cell loss in the diagnosis and classification of chronic  pancreatitis10,11,14. 
Multiparametric MRI comprising T1, T2, and ADC mapping was also shown useful in discriminating different 
pancreatic  processes15. Despite the potential of quantitative multiparametric MRI, pancreatic MRI protocols 
are still mostly qualitative, with clinical assessments involving a trained reader to create a subjective evaluation 
based on  T1- and  T2-weighted images. This subjective evaluation is highly parameter dependent, which reduces 
the ability for analysis to be translated across centres. Quantitative analysis is mostly undertaken in a research 
context, often limited to conventional methods, due to the significant scan time required and technical limita-
tions such as field inhomogeneities and patient  motion9,16.
Several quantitative methods have been described for fast abdominal  imaging17–19. MR fingerprinting (MRF) 
is an innovative technique that provides qualitative and quantitative data from a single  exam19. As a  T1 and  T2 
mapping method, MRF has demonstrated itself as a fast, repeatable within a system and reproducible across 
 centres20. MRF has been shown to be quite insensitive to motion due to incoherent sampling resulting from 
the golden angle rotations, which enable pattern matching if a voxel is static for sufficient  frames21. MRF-
derived multiparametric maps have shown diagnostic utility in the  brain22–24 and  abdomen25–27. In tumours, 
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MRF measurements have shown  T1 values in lesions that are nearly double those of normal-appearing tissue in 
the prostate, liver and brain, and demonstrated  T2 differences between low and high grade tumours as great as 
70%24–27. The application of MRF in the pancreas, and in the abdomen in general, offers a wide range of clinical 
and research opportunities by accelerating acquisition of quantitative parameter maps.
The challenges associated with MRF are similar to those for any quantitative MRI technique: motion, spatial 
resolution, and  B0 and  B1 field non-uniformity. MRF may also be sensitive to magnetization transfer, partial 
volume, and slice profile  effects21,28–32. Spiral sampling use in MRF is advantageous in that it may reduce motion 
sensitivity by oversampling the centre of k-space33 and matching a temporal pattern with MRF reconstruction.
This work investigates the feasibility of MRF for pancreatic imaging in the presence of free-breathing motion 
for the first time. Pancreatic multiparametric MRI has shown potential clinical impact in the assessment of 
pancreatic disease. We predict that MRF acquisition might be of particular value in pancreatic cancer (PCa) 
patients, who are often frail and therefore less compliant, allowing for improved quantitative clinical assessment 
to be performed. Most MRF investigations published to date have been performed at 3.0 T; however, the use of 
MRF at 1.5 T would increase its clinical potential given the wider availability and clinical indications for these 
systems. Here we compare the performance of MRF in the abdomen at both 1.5 T and 3.0 T in healthy subjects.
Results
Feasibility of MRF of the pancreas at 1.5 T and 3 T. MRF  T1 and  T2 maps were obtained for each 
healthy volunteer. The mean age for the 16 participants was 33 years, of which 6 (40%) were female. Sixteen 
participants (100%) underwent MRI at 3.0 T and 12 (80%) underwent MRI at 1.5 T. The volunteers had normal 
appearances of the liver, pancreas, kidneys and spleen as assessed by a radiologist. The MRF acquisition time 
was 146–215 s (2.4–3.6 min) per subject. Dictionary simulation normally required approximately 45 min for 
reconstruction with parallelized code. The reconstruction of each channel, slice, and frame was the largest time-
consuming step prior to compression of the dataset with singular value decomposition (SVD) factorization. 
After SVD compression, the  T1 and  T2 maps were determined by finding the maximum inner product between 
the simulated signal and the acquired images. Product pattern matching took a few seconds. The abdominal 
images required 3.5 h for non-Cartesian reconstruction and matching due to the large number of reconstructed 
frames and coil channels.
Quantitative and qualitative interpretation of the MRF maps. Axial and coronal images were 
acquired at 3.0 T in the same subject. Coronal acquisition was found to be more optimal to image the upper 
abdomen (pancreas), avoiding most of the artefacts encountered with axial imaging (Fig. 1). These artefacts, 
created primarily due to motion but also undersampling, caused underestimation of the  T1 means for each 
Figure 1.  Three consecutive slices showing free breathing  T1 maps obtained with 2D MRF, axially (a–c) and 
coronally (d–f). The same flip angle list, gradient trajectory, and reconstruction was used. The axial images (a–c) 
resulted in inconsistent values between slices, as observed in the kidneys, as well as the appearance of aliasing 
artefacts, despite a sufficiently large field-of-view. These artefacts are not present in the coronal images (d–f). 
The pancreas is noted with a blue arrow in the images.
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single subject, in example the  T1 mean value of the whole kidney reduced from 2071 ± 428  ms (coronal) to 
1045 ± 369 ms (axial). In the pancreas the  T1 means was up to 100 ms higher in the coronal plane.
T2-weighted single-shot-fast-spin-echo sequence (SSFSE) images and MRF  T1 maps are shown in Fig. 2. These 
images highlight the good anatomic detail obtained by MRF maps when compared with the conventional SSFSE 
image. The pancreatic gland showed homogeneous signal throughout the gland in all volunteers (Figs. 2, 3, 4 
and 5 and Table 1), with similar contrast (i.e.,  T1 and  T2) found in the liver and pancreas, regardless of imaging 
method or field strength. Three slices of representative relative proton density (rPD),  T1 and  T2 maps are shown 
in Figs. 3 and 4.
Tissue-specific  T1 and  T2 values, at 1.5 T and 3 T, are reported in Tables 1 and 2 (pancreas and non-pancreas, 
respectively) and Fig. 5. The pancreas (head, body, and tail) showed relatively homogenous appearances and  T1 
and  T2 values, which are listed in Table 1. No significant differences in  T1 and  T2 values were found between the 
pancreatic head, body, and tail (p > 0.05).
As expected,  T1 relaxation times for all organs were significantly longer at 3 T (1.5 T 1.02 ± 0.3 s vs. 3.0 T 
1.26 ± 0.38 s, p = 0.0001). Similar  T1 and  T2 trends between organs were observed at both field strengths, although 
the trends were more pronounced for both  T1 and  T2 at 1.5 T and for  T1 at 3.0 T. The liver and pancreas could 
not be differentiated based on the  T1 or  T2 relaxation values at both field strengths.
The pancreatic  T1 values were 30–50% lower than in muscle, spleen, and kidney at both 1.5 and 3.0 T. Large 
standard deviations were found for the spleen, muscle and kidney. However, in the case of the kidney the drawn 
ROI included both medulla and cortex, which have different relaxation  times25.
Phantom results. The phantom results are shown in Fig. 6, demonstrating the results of several  T1 and  T2 
mapping methods.
For  T1 mapping, these show that MRF agrees with fast spin echo with inversion recovery (FSE-IR) values, 
which is considered close to gold standard. The 2D variable flip angle (VFA) method vastly underestimated 
 T1, whereas the 3D VFA method overestimated  T1. The modified Look-Locker inversion recovery (MOLLI) 
approach overestimated  T1 mildly, when compared with FSE-IR above 500 ms; below 500 ms, the MOLLI-T1 
Figure 2.  (a, c)  T2-weighted SSFSE images and (b, d) MRF-derived  T1 maps of the abdomen at (a, b) 1.5 T and 
(c, d) 3.0 T. This demonstrates the good anatomic detail and homogeneous signal throughout the pancreatic 
gland, obtained by MRF maps when compared with the conventional SSFSE image. The liver and pancreas 
(arrowed) have similar intensities in the  T1 maps, while fat, with a much shorter  T1, appears dark and muscle, 
with a longer  T1 appears bright. SSFSE: single-shot-fast-spin-echo sequence, MRF: magnetic resonance 
fingerprinting.
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values plateaued. These biases were similar between both 1.5 T and 3.0 T results. As a quantitative metric of 
agreement, the sum across all 28 vials of the absolute differences, and divided by 28 to account for additional 
samples, between the  T1 methods and the FSE-IR results were: for 3.0 T, 0.16 s for MRF, 0.18 s for MOLLI; 0.27 s 
for 3D VFA; and 0.50 s for 2D VFA; and for 1.5 T, 0.14 s for MRF, 0.24 s for MOLLI; 0.25 s for 3D VFA; and 0.50 s 
for 2D VFA. We note that this measurement is biased due to the higher numbers of low-value  T1 vials, which 
increases their importance or weighting in this calculation; when low-value  T1 vials (< 100 ms) were excluded, 
this mean of absolute differences between MRF and FSE-IR was 0.05 s at 3.0 T and 0.03 s at 1.5 T, while other 
methods were greater than 0.15 s.
For  T2 mapping, both multi spin echo (MSE) and MRF agreed up until 300 ms, at which point the values 
diverged. This is accounted for by not obtaining a sufficient number of lengthy TEs during the MSE acquisition.
Discussion
This study demonstrates the feasibility of free-breathing, non-gated MRF in the pancreas at 1.5 and 3 T within a 
clinically reasonable acquisition period of 2.4–3.6 min. The MRF framework allows qualitative and quantitative 
data to be acquired simultaneously, allowing ready comparison between longitudinal time points and against 
population-derived norms, as well as giving improved imaging repeatability and more meaningful interpreta-
tion of intensity changes. The total acquisition time was very low when compared with other reported single 
parameter acquisitions (non-MRF based), which include quantitative  T2 measurements of the pancreas at 1.5 T: 
8  min16 and 3 T: 2 min 50  s9. Similar to  Wang35,  T1 maps with MRF were obtained in 10 s/slice, although we did 
Figure 3.  MRF-derived maps of (a) relative proton density (rPD), (b)  T1, and (c)  T2 of three consecutive slices 
(posterior to anterior) within the abdomen at 1.5 T. These images show the ability of MRF to obtain multiple 
slices through the abdomen with reasonable anatomical detail and low motion artefact. The pancreas (arrowed) 
has homogeneous signal throughout in both  T1 and  T2 maps, and is distinguishable due to fat/water boundaries 
at its periphery.
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not perform breath-holding and obtained images at nearly half the voxel volume. Furthermore, the  repeatable20 
quantitative nature of MRF data has the potential to improve comparability between centres.
Despite the overall lack of motion sensitivity in  MRF21, we found coronal acquisition to be preferred over 
axial. The axial artefacts were found to be due to motion rather than FOV limitation. Prior MRF  studies25 do not 
report such limitations in axial images, likely because different MRF parameters were applied, leading to greater 
SNR at the cost of increased acquisition time. The respiration artefacts were limited in the coronal plane as the 
motion remained in-plane through all excitations. In the axial plane motion occurs in the slice direction, lead-
ing to underexcitation of through-plane voxels and consequently incorrect  T1 and  T2 values. Motion occurred 
occasionally in coronal acquisitions resulting in inaccurate  T1 and  T2 values. We found that air in the gut lead 
to higher field non-uniformities in  T2 maps.
Here we report MRF-derived quantitative differences between normal tissue types, their  T1 and  T2 relaxation 
values and the relationship of these values with field strength. Similar  T1 and  T2 trends between organs were 
observed at both field strengths, although the trends were more pronounced for both  T1 and  T2 at 1.5 T and for  T1 
at 3.0 T. As per previous  literature34, there was no significant difference (p > 0.05) in the  T1 or  T2 relaxation values 
of liver and pancreas, at both field strengths. The pancreas had lower  T1 and  T2 values than muscle, spleen, and 
kidneys at both field strengths. The mean  T2 values of the pancreas were nearly 40% lower than those of muscle, 
spleen and kidney at 1.5 T. This suggests that MRF-derived  T2 maps at this field strength can be used to discern 
these organs more easily than at 3 T, where the mean  T2 values varied by < 12%.
Pancreatic processes, including cancer, have long  T1 values (Table 2), which can be challenging to map with 
most techniques, as they result in lower signal recovery between pulses and require longer recovery periods for 
Figure 4.  (a) Relative proton density (rPD), (b)  T1 maps, and (c)  T2 maps of three consecutive slices (posterior 
to anterior) within the abdomen at 3.0 T. These images show the ability of MRF to obtain multiple slices through 
the abdomen with reasonable anatomical detail and low motion artefact. Again, homogeneous signal was shown 
throughout the pancreas (arrowed). These  T2 maps result in larger spiral artefacts that are not present on the  T1 
maps or at 1.5 T.
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full signal relaxation. However, MRF has been reported to measure long  T1 values  accurately20,26, while remaining 
time-efficient. This study shows the ability of MRF to accurately acquire  T1 and  T2 maps of the normal pancreas, 
despite its relatively long  T1 and  T2 values. The signal homogeneity throughout the normal pancreas in both  T1 
and  T2 maps at 1.5 and 3.0 T was a key observation, as it strengthens the use of MRF in the context of pancreatic 
disease. This will potentially allow depiction of regional variability/heterogeneity, and definition of boundaries 
between pancreatic processes and normal pancreatic tissue within the same patient, which would have clear 
clinical impact, particularly in the context of PCa. Clinical overlap between PCa and chronic pancreatitis (CP) 
is well recognised, as CP increases the risk of PCa and often coexist with  PCa33,36. We envisage, that distinguish-
ing the two processes by MRF might prove challenging, but further studies with histopathological correlation 
will be needed.
Despite the higher  T1 values at 3.0 T (1010–1041 ms) obtained in this study, these remained 300–700 ms 
lower than those measured in patients with pancreatic disease using MOLLI (1324 ms for CP; 1675 ms for 
pancreatic ductal adenocarcinoma)35, suggesting that MRF would still be able to distinguish normal pancreatic 
tissue from diseased pancreas. However, we envisage that if MRF in coronal plane was to be used, then disease 
pancreas would also have proportionally higher values. Ascites is often present in patients with advanced PCa. 
Figure 5.  Tissue and field specific  T1 and  T2 distributions. Similar  T1 and  T2 patterns are visible at 1.5 and 3.0 T. 
The differences between the mean value of the multiple tissues are greater for  T2 at 1.5 T, and for  T1 at 3.0 T. No 
significant differences were found in the  T1 and  T2 values, at both magnetic field strengths, between the pancreas 
head, body and tail, according to one-way ANOVA (p > 0.05).
Table 1.  Mean and standard deviation of  T1 and  T2 values for each pancreatic region. The references are: γ34, 
‡16,*14, †9, φ35, &15.
1.5 T 3.0 T
T1 (ms) T2 (ms) T1 (ms) T2 (ms)
MRF Lit. γ MRF Lit. ‡ MRF Lit. MRF Lit. †,φ MRF Lit. &
Pancreas head 798 (67) 65 (10) 61 (7) 1041 (58) 844 (216)*846 (74)φ 61 (17)
60 (8)†
47 (3)φ
Pancreas body 799 (72) 59 (16) 59 (5) 1038 (46) 884 (242)*854 (85)φ 65 (19)
64 (12)†
48 (4)φ
Pancreas tail 803 (53) 68 (14) 59 (3) 1010 (92) 866 (266)*870 (83)φ 57 (14)
67 (16)†
47φ
Average 584 (14) 1029 (65) 863 (90)& 61 (17) 33 (4)&
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The presence of large volume of ascites impacts on image quality, as it creates B1 field non-uniformity. However, 
previous studies from our group have shown that high quality maps could be obtained in patients with large 
 ascites26.
The MRF-T1 values at 1.5 T and 3.0 T were shown to be 27% (584 ms) and 15% (865–884 ms) higher than 
in the literature, where MOLLI was used for in vivo measurements,  respectively10,14,34,35. However, MOLLI can 
be affected by variable heart rates, incomplete tissue recovery between inversion pulses, and adiabatic inversion 
inefficiencies resulting in an underestimation of  T1 by as much as 25% at 3.0  T37 and 17% at 1.5  T38. Similarly 
to our results,  T1 miscalculation has been reported with cardiac MRF, where the MRF-T1 values were 173 ms 
higher than MOLLI-T1  values36 and 97–189 ms lower than SASHA-T1  values39,40. Paradoxically, our phantom 
work demonstrated lower MRF-T1 values than MOLLI-T1 values, indicating the complexity and multifactorial 
Table 2.  Mean and standard deviation of  T1 and  T2 values of non-pancreatic abdominal regions. All measured 
regions had  T1 values 8–28% longer and  T2 values 36–80% shorter at 3.0 T when compared with 1.5 T. The 
reference for γ is 34 and ‡ is 25.
1.5 T 3.0 T
T1 (ms) T2 (ms) T1 (ms) T2 (ms)
MRF Lit.γ MRF Lit. γ MRF Lit. γ MRF Lit.‡ MRF Lit.γ MRF Lit.‡
Liver 774(62)
586
(39) 60 (15) 46 (6)
974
(78) 809 (71) 745 (65) 44 (14) 34 (4) 31 (6)
Muscle 1253(92) 856 (61) 115 (30) 27 (8)
1500
(63) 898 (33) 1100 (59) 74 (17) 29 (4) 44 (9)
Spleen 1420(105) 1057 (42) 84 (24) 79 (15)
1544
(237) 1328 (31) 1232 (92) 60 (20) 61 (9) 60 (19)
Kidney 1503(200) 1189 (58) 129 (21) 86 (7)
1911
(24) 1343 (148) 1702 (205) 72 (19) 79 (8) 60 (21)
Figure 6.  T1 and  T2 phantom values at both 1.5 T and 3.0 T, using conventional techniques and MRF.  T1 values 
between MRF and FSE IR had low absolute mean differences (< 0.05 s for all vials above 0.1 s). There were four 
vials where the 2D VFA, 3D VFA, and 2D MRF all failed, which occurred at the centre of the  T2-layer of the 
NIST phantom where the  T2 values were < 30 ms. The MSE flattened at longer  T2 values. MOLLI-T1 and 3D VFA 
was higher than both MRF-T1 and FSE-IR-T1.
8Vol:.(1234567890)
Scientific Reports |        (2020) 10:17563  | https://doi.org/10.1038/s41598-020-74462-6
www.nature.com/scientificreports/
nature behind the in vivo measurements. Our MRF-T1 results were also ~ 200 ms longer than those reported by 
prior MRF  studies15,25, which more closely matches MOLLI values. We found that this difference was likely due 
to a combination of technical and biological factors, as we included different MRF parameters, acquisition plane 
and a younger cohort. Coronal acquisition was found to increase  T1 values when compared with axial acquisition 
(used in the other studies). The significantly younger mean age of our cohort might have contributed to a lesser 
extent to our results. The MRF  T2 relaxation times, at both field strengths, were also in the higher range, which 
could be due to factors inherent to the  sequence9.
In this study, we also found that organs lying at the image periphery, such as muscle, kidney and spleen, 
showed a wide  T1 and  T2 SD values and higher  T1 mean differences between acquisition plane, independently of 
the field strength, likely due to MRF inherent k-space undersampling at the edges causing motion-like artefacts 
and poor dictionary matching. These artefacts could be reduced by increasing voxel size or the number of frames 
such that the SNR is increased at the cost of increased time acquisition. Also, the  T1 and  T2 values showed multi-
modal distribution for both field strengths and tissue type, which was partially caused by the few number of 
participants (n = 16). The distributions for each organ did not simply shift between field strengths, but resulted 
in non-trivial transformations, likely due to slightly different analysed anatomic locations as an effect of patient 
position/respiration. Despite these limitations, MRF is one of few methods that can obtain free-breathing  T1 and 
 T2 parameter maps within reasonable acquisition times.
This work was also challenging due to computational limitations involving the high dimensionality of the 
acquired and simulated datasets, which limited either acquired raw data or matching of transient state simulation 
parameters. The approximately 4 min abdominal MRF scan used approximately 4 gigabytes of disk space due to 
near continuous data acquisition combined with the large number of coil channels. The original MRF  paper19 
used 32 coil channels, a matrix size of 128 × 128, a single slice, and 1000 frames, whereas our work uses near 
20 slices with twice the matrix sizes. Reconstruction prior to dictionary matching required memory reduction 
steps, such as coil combination and SVD compression. During dictionary matching where the inner product was 
calculated between the simulated dictionary and compressed acquisition data, the maximum amount of RAM 
used was 350 gigabytes while using 44 threads (Xeon Gold 6152). When B1+ or  B0 values were simulated, the  T1 
and  T2 maps appeared much noisier, and therefore these were not performed.
This proof-of-principle study has shown the feasibility of using free-breathing, non-gated coronal MRF for 
fast imaging and quantification of relaxation parameters in the normal pancreas. We envisage that the MRF 
framework will be of great value in patients with PCa, who are usually frail and with limited tolerance to long 
examinations or breath-hold MRI measurements. The MRF technique might also prove useful in characterising 
and grading pathological conditions such as CP, given its ability to acquire simultaneous mapping of  T1 and  T2 
as well as qualitative images. Furthermore, the demonstrated feasibility of MRF in the abdomen at 1.5 T could 
significantly impact on the clinical potential of MRF as an imaging tool, as 1.5 T remains the most widely used 
field strength worldwide.
Materials and methods
Sixteen healthy volunteers were imaged in the supine position with free-breathing MRF using a 32-channel 
abdominal array on a 3.0 T MRI system, after informed consent, with twelve of the sixteen also imaged on a 
1.5 T MRI system (MR750 and MR450, GE Healthcare, Waukesha, WI, USA, respectively). Fasting was not 
requested to the volunteers.
The present study protocol was reviewed and approved by the Hertfordshire Research Ethics Committee (REC 
ref 08/H0311/117, IRAS 161555, REC approval on 12 Sept 2008). The present study was performed in accordance 
with relevant guidelines and regulations. To protect the individuals’ privacy, the patient’s exam information was 
pseudo-anonymised by replacing personal identifiers with pseudonyms. All work was carried out in accordance 
with relevant guidelines and regulations.
Phantom protocol. MRF data were acquired with an inversion-prepared 2D steady-state-free-precession 
(SSFP) MRF sequence (1, 2). The acquisition consisted of 979 undersampled interleaved spirals with 656 points 
per spiral, and with sequential spirals rotated by the golden-angle (Fig. 7a). The maximum gradient strength 
per spiral was 28 mT/m and the maximum slew rate was 108 T/m/s. The imaging parameters were: field-of-
view (FOV) = 260 × 260  mm2, matrix = 256 × 256, slices = 3, slice thickness = 3.0 mm, spacing 1.0 mm, sampling 
bandwidth =  ± 250 kHz, slice dephasing = 8π, echo time (TE) = 2.5 ms, repetition time (TR) = 10 ms, acquisition 
time = 9.79 s/slice. The flip angle lists matched those in Jiang et al.41 (Fig. 7b). A static TR was used as the random 
TRs listed in Jiang et al.41 gave an unpleasant auditory pitch.
For VFA-T1 mapping, both 2D and 3D data were acquired with a fast spoiled gradient echo (FSPGR) method 
using flip angles of 2, 5, 8, 12, 15, 18, 22, and 26°. The 2D data matched the FOV, matrix, and slices as the MRF 
acquisition. For FSE-IR-T1 mapping, data were acquired with inversion times (TIs) of 50, 100, 200, 400, 800, 
1600, and 2400 ms.  T1 data for all non-MRF techniques were fit using non-linear fitting of the signal equations.
Multi spin echo (MSE) data for  T2 estimations were acquired with TEs = 8.1, 16.3, 24.4, 32.6, 40.7, 58.9, 57.0, 
65.2 ms. MSE data were fit with a log linear least squares algorithm.
In vivo protocol. MRF data were acquired with the same parameters as in the phantom. Coronal and axial 
images were acquired at 3.0 T, but only coronal images were acquired at 1.5 T due to fewer respiratory artefacts 
than axial images.
Images were also obtained with a coronal single-shot-fast-spin-echo sequence at 3.0 T during a 33 s breath-
hold with TR = 1132 ms, TE = 80 ms, matrix = 448 × 224, field-of-view = 360 × 324  mm2, slice thickness = 6 mm, 
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slices = 24, bandwidth =  ± 83.33  kHz, coil acceleration factor = 2. At 1.5  T, with TR = 1102, TE = 62  ms, 
matrix = 320 × 224, FOV = 460 × 460  mm2, slice thickness = 5 mm, slices = 26, and bandwidth =  ± 83.33 kHz.
MRF Image Reconstruction. Each under-sampled spiral was reconstructed to give 979 under-sampled 
images per slice. The spiral k-space was regridded and interpolated to a Cartesian k-space before a Fast Fou-
rier Transfer (FFT), and used a three frame sliding  window42. The images were reconstructed with 48 parallel 
CPUs and used 400 gigabytes of RAM. After reconstruction, each coil channel was combined using adaptive 
coil combination based on weights determined from the average of the time  frames43. The undersampled images 
were reduced from 979 to 16 images using the SVD decomposition weights determined during dictionary 
 compression44.
MRF dictionary simulation. Dictionary simulations of the signal evolution in a steady-state-free pre-
cession acquisition scheme were performed using the extended phase graph  formalism45. The slice profile 
was also included. The ranges and incremental (step-size) changes of the  T1 and  T2 values that were simu-
lated in the dictionary were  T1 = [0.01:0.005:1;1:0.04:6] seconds ([minimum: step-size: maximum]), and for 
 T2 = [0.005:0.001:0.1; 0.1:0.01:4; 4:0.04:6] seconds (where the semi-colons indicate concatenated lists). The dic-
tionary size was compressed to 16 singular vectors (rank) with SVD to reduce the size for long term storage and 
faster dictionary  matching44.
MRF pattern matching. MRF uses a pattern recognition algorithm to identify the  T1 and  T2 tissue proper-
ties in each voxel. The  T1 and  T2 maps from MRF were obtained by inner product pattern matching of the dic-
tionary, which is a signal look-up table based on simulations with different  T1 and  T2 times, with the best match 
to the acquired reconstructed data.
The inner products between the normalized measured signal evolution of each voxel and each normalised 
dictionary entry are calculated. The dictionary entry returning the maximum value for the inner product is taken 
as the best representation of the acquired signal evolution. The respective  T1 and  T2 values are consequently 
assigned to the voxel. The rPD (relative proton density) is calculated as the scaling factor used to match the 
dictionary simulation with the measured signal evolution.
Region-of-interest selection. Pancreatic (head, body and tail), liver (right hepatic lobe avoiding the 
inclusion of vessels), kidney (most cases lower pole, including cortex and medulla), spleen and muscle (right 
psoas muscle) sub-regions (regions of interest) were identified and drawn manually in both  T1 and  T2 MRF 
maps, for each subject and imaging exam, via tracing with a computer mouse by a trained reader using custom 
in-house software.
Statistical analysis. Data were analyzed using GraphPad Prism v6 (GraphPad Software, San Diego, USA). 
Data were reported as mean ± SD, unless stated otherwise. Statistical significance was tested with Prism using 
unpaired Student’s t‐test and ANOVA tests to compare quantitative parameters between groups. The results were 
considered to be significant when p < 0.05.
Received: 8 April 2020; Accepted: 29 September 2020
Figure 7.  (a) The acquisition consisted of undersampled spirals that were rotated by the gold-angle after each 
TR. The first nine spirals are shown here. (b) One spiral (or frame) was acquired per TR, with the flip angle 
varied per TR as shown here.
10
Vol:.(1234567890)
Scientific Reports |        (2020) 10:17563  | https://doi.org/10.1038/s41598-020-74462-6
www.nature.com/scientificreports/
References
 1. Jeon, S. K. et al. Magnetic resonance with diffusion-weighted imaging improves assessment of focal liver lesions in patients with 
potentially resectable pancreatic cancer on CT. Eur. Radiol. 28, 3484–3493 (2018).
 2. Raman, S. P., Horton, K. M. & Fishman, E. K. Multimodality imaging of pancreatic cancer—computed tomography, magnetic 
resonance imaging, and positron emission tomography. Cancer J. 18, 511–522 (2012).
 3. Luz, J., Johnson, A. H. & Kohler, M. J. Point-of-care ultrasonography in the diagnosis and management of superficial peroneal 
nerve entrapment: case series. Foot Ankle Int. 35, 1362–1366 (2014).
 4. Singh, A. & Faulx, A. L. Endoscopic evaluation in the workup of pancreatic cancer. Surg. Clin. 96, 1257–1270 (2016).
 5. Apprich, S. et al. Quantitative T2 mapping of the patella at 3.0 T is sensitive to early cartilage degeneration, but also to loading of 
the knee. Eur. J. Radiol 81, e438–e443 (2012).
 6. Kali, A. et al. Native T1 mapping by 3-T CMR imaging for characterization of chronic myocardial infarctions. JACC  8, 1019–1030. 
https ://doi.org/10.1016/j.jcmg.2015.04.018 (2015).
 7. Blystad, I. et al. Quantitative MRI for analysis of peritumoral edema in malignant gliomas. PLoS ONE 12, e0177135 (2017).
 8. Chen, C., Chen, J., Xia, C., Huang, Z. & Song, B. T1 mapping combined with Gd-EOB-DTPA-enhanced magnetic resonance 
imaging in predicting the pathologic grading of hepatocellular carcinoma. J. Biol. Regul. Homeost. Agents 31, 1029–1036 (2017).
 9. Vietti Violi, N. et al. Patient respiratory-triggered quantitative T2 mapping in the pancreas. J. Magn. Resonance Imaging (2019).
 10. Tirkes, T. et al. Quantitative MR evaluation of chronic pancreatitis: extracellular volume fraction and MR relaxometry. Am. J. 
Roentgenol. 210, 533–542 (2018).
 11. Tirkes, T. et al. T1 mapping for diagnosis of mild chronic pancreatitis. J. Magn. Reson. Imaging 45, 1171–1176 (2017).
 12. Noda, Y. et al. Pancreatic MRI associated with pancreatic fibrosis and postoperative fistula: comparison between pancreatic cancer 
and non-pancreatic cancer tissue. Clin. Radiol. 74(490), e491-490.e496 (2019).
 13. Sato, T. et al. Age-related changes in normal adult pancreas: MR imaging evaluation. Eur. J. Radiol. 81, 2093–2098 (2012).
 14. Wang, M. et al. Magnetic resonance elastography and T1 mapping for early diagnosis and classification of chronic pancreatitis. J. 
Magn. Reson. Imaging 48, 837–845 (2018).
 15. Wyatt, C. R., Barbara, T. M. & Guimaraes, A. R. T1ρ magnetic resonance fingerprinting. NMR Biomed. 33, e4284 (2020).
 16. Upadhyay, J., Dolgopolov, S., Narang, J., Millet, C. & Patel, R. Prospective assessment of variability and reproducibility of diffusion-
weighted MRI and T2-mapping of the pancreas in healthy volunteers. J. Med. Imaging Case Rep. 1 (2017).
 17. Ehses, P. et al. IR TrueFISP with a golden-ratio-based radial readout: fast quantification of T1, T2, and proton density. Magn. Reson. 
Med. 69, 71–81. https ://doi.org/10.1002/mrm.24225 (2013).
 18. Warntjes, J. B., Leinhard, O. D., West, J. & Lundberg, P. Rapid magnetic resonance quantification on the brain: Optimization for 
clinical usage. Magn. Reson. Med. 60, 320–329. https ://doi.org/10.1002/mrm.21635 (2008).
 19. Ma, D. et al. Magnetic resonance fingerprinting. Nature 495, 187–192 (2013).
 20. Buonincontri, G. et al. Multi-site repeatability and reproducibility of MR fingerprinting of the healthy brain at 1.5 and 3.0 T. 
Neuroimage 195, 362–372 (2019).
 21. Yu, Z. et al. Exploring the sensitivity of magnetic resonance fingerprinting to motion. Magn. Reson. Imaging 54, 241–248 (2018).
 22. Chen, Y. et al. MR Fingerprinting for rapid quantitative abdominal imaging. Radiology 279, 278–286. https ://doi.org/10.1148/
radio l.20161 52037 (2016).
 23. Cloos, M. A. et al. Multiparametric imaging with heterogeneous radiofrequency fields. Nat. Commun. 7, 12445. https ://doi.
org/10.1038/ncomm s1244 5 (2016).
 24. Badve, C. et al. MR fingerprinting of adult brain tumors: initial experience. Am. J. Neuroradiol. 38, 492–499 (2016).
 25. Chen, Y. et al. MR fingerprinting for rapid quantitative abdominal imaging. Radiology 279, 278–286 (2016).
 26. Kaggie, J. D. et al. Feasibility of quantitative magnetic resonance fingerprinting in ovarian tumours for T1 and T2 mapping in a 
PET/MR setting. IEEE Trans. Radiat. Plasma Med. Sci. 3(4), 509–515 (2019).
 27. Yu, A. C. et al. Development of a combined MR fingerprinting and diffusion examination for prostate cancer. Radiology 283, 
729–738 (2017).
 28. Deshmane, A. et al. Partial volume mapping using magnetic resonance fingerprinting. NMR Biomed. 32, e4082 (2019).
 29. Ma, D. et al. Slice profile and B1 corrections in 2D magnetic resonance fingerprinting. Magn. Reson. Med. 78, 1781–1789 (2017).
 30. Meng, Y., Cheung, J. & Sun, P. Z. Improved MR fingerprinting for relaxation measurement in the presence of semisolid magnetiza-
tion transfer. Magn. Reson. Med. 84, 727–737 (2020).
 31. Mehta, B. B. et al. Image reconstruction algorithm for motion insensitive MR Fingerprinting (MRF): MORF. Magn. Reson. Med. 
80, 2485–2500 (2018).
 32. Hilbert, T. et al. Magnetization transfer in magnetic resonance fingerprinting. Magn. Reson. Med. 84, 128–141 (2020).
 33. Kirkegård, J., Mortensen, F. V. & Cronin-Fenton, D. Chronic pancreatitis and pancreatic cancer risk: a systematic review and 
meta-analysis. Am. J. Gastroenterol. 112, 1366–1372 (2017).
 34. De Bazelaire, C. M., Duhamel, G. D., Rofsky, N. M. & Alsop, D. C. MR imaging relaxation times of abdominal and pelvic tissues 
measured in vivo at 30 T: preliminary results. Radiology 230, 652–659 (2004).
 35. Wang, L. et al. Multiparametric mapping magnetic resonance imaging of pancreatic disease. Fronti Physiol 11, 8 (2020).
 36. Balkwill, F. & Mantovani, A. Inflammation and cancer: back to Virchow?. The Lancet 357, 539–545 (2001).
 37. McDiarmid, A. K. et al. The effect of changes to MOLLI scheme on T1 mapping and extra cellular volume calculation in healthy 
volunteers with 3 tesla cardiovascular magnetic resonance imaging. Quant. Imaging Med. Surg. 5, 503 (2015).
 38. Cooper, M. A. et al. How accurate is MOLLI T1 mapping in vivo? Validation by spin echo methods. PLoS ONE 9, e107327 (2014).
 39. Weingärtner, S. et al. Myocardial T 1-mapping at 3T using saturation-recovery: reference values, precision and comparison with 
MOLLI. J. Cardiovasc. Magn. Reson. 18, 84 (2017).
 40. Robson, M. D., Piechnik, S. K., Tunnicliffe, E. M. & Neubauer, S. T1 measurements in the human myocardium: the effects of 
magnetization transfer on the SASHA and MOLLI sequences. Magn. Reson. Med. 70, 664–670 (2013).
 41. Jiang, Y., Ma, D., Seiberlich, N., Gulani, V. & Griswold, M. A. MR fingerprinting using fast imaging with steady state precession 
(FISP) with spiral readout. Magn. Reson. Med. 74, 1621–1631 (2015).
 42. Cao, X. et al. Robust sliding-window reconstruction for Accelerating the acquisition of MR fingerprinting. Magn. Reson. Med. 78, 
1579–1588 (2017).
 43. Walsh, D. O., Gmitro, A. F. & Marcellin, M. W. Adaptive reconstruction of phased array MR imagery. Magn. Reson. Med. 43, 
682–690 (2000).
 44. McGivney, D. F. et al. SVD compression for magnetic resonance fingerprinting in the time domain. IEEE Trans. Med. Imaging 33, 
2311–2322 (2014).
 45. Hennig, J., Weigel, M. & Scheffler, K. Calculation of flip angles for echo trains with predefined amplitudes with the extended phase 
graph (EPG)-algorithm: principles and applications to hyperecho and TRAPS sequences. Magn. Reson. Med. 51, 68–80 (2004).
Acknowledgements
This work has been funded by the Mark Foundation for Cancer Research and Cancer Research UK Cambridge 
Centre [CA685/A25177], the European Union’s Horizon 2020 research and innovation programme under grant 
11
Vol.:(0123456789)
Scientific Reports |        (2020) 10:17563  | https://doi.org/10.1038/s41598-020-74462-6
www.nature.com/scientificreports/
agreement no. 761214, the National Institute of Health Research (NIHR) Cambridge Biomedical Research Centre 
and Addenbrooke’s Charitable Trust. J.D.K held a GlaxoSmithKline Fellowship during a portion of this work. 
E.C.P.M.S. is also supported by the Academy of Medical Sciences, the Wellcome Trust, the Medical Research 
Council (MRC), the British Heart Foundation, Versus Arthritis, Diabetes UK and the British Thoracic Society 
(Helen and Andrew Douglas bequest) Starter Grant award [SGL019\1007]. The views expressed are those of the 
authors and not necessarily those of the funders.
Author contributions
E.M.S. and J.K. conceived and designed the study. E.M.S., J.K., D.A.K., M.M. and B.C. performed experiments 
and collected data. G.B., M.M., M.J.G. and R.F.S. provided technical support. E.G. reviewed the images clini-
cally. E.M.S. and J.K. analysed data. E.M.S., J.K. wrote and K.M.B., F.A.G., L.B., F.J.G. and E.S. provided research 
support. All authors reviewed and approved the manuscript.
Competing interests 
The authors declare no competing interests.
Additional information
Correspondence and requests for materials should be addressed to J.D.K.
Reprints and permissions information is available at www.nature.com/reprints.
Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.
Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 
format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://creat iveco mmons .org/licen ses/by/4.0/.
© The Author(s) 2020
